Increasing epidemiological studies were recently performed to assess the relationship of NAD(P)H: quinine oxidoreductase 1 (NQO1) Pro187Ser polymorphism and the risk of prostate cancer (PCa) to yield inconsistent results. In this study, we aimed to generate large-scale evidence on whether NQO1 Pro187Ser polymorphism conferred to the susceptibility of PCa. The database of PubMed was comprehensively reviewed until September 12 th , 2013, without any linguistic limitation. Meta-analysis was complied in the codominant, dominant, recessive and allele models by either fixed or random effect models. Odds ratios (OR) and 95% confidence intervals (95%CI) were calculated to evaluate the strength of the association between the two. Finally, six eligible studies with 717 cases and 1764 controls were included. In overall analyses, significant associations were found in the dominant (OR = 1.26, 95%CI = 1.04 -1.52, P = 0.02), allele (OR = 1.20, 95%CI = 1.03 -1.40, P = 0.02) and the heterozygous codominant (OR = 1.24, 95%CI = 1.02 -1.52, P = 0.03) models. Also, significant results were found in the stratified analyses by Hardy-Weinberg equilibrium (HWE). Still, subgroup analysis showed an increased risk of PCa in Asian rather than Caucasian population. Besides, NQO Pro187Ser polymorphism correlated with a heightened risk of PCa in the hospital-based studies. Our study indicated that NQO1 functional Pro187Ser polymorphism could be a potentially genetic biomarker for the risk of PCa, especially in Asian population.
Introduction
Cancer is a major public health problem worldwide and one of the leading causes of death [1] . The newly diagnosed and death for prostate cancer (PCa) were 217,730 and 32,050 respectively in USA [2] . However, PCa is a complex process and its exact mechanism has not yet been fully elucidated. Genetic variation, life style, and environmental factors are widely considered to be the most essential factors in carcinogenesis [3] . Therefore, screening feasible nucleotide and protein markers is of provital significance. NAD(P)H:quinine oxidoreductase 1 (NQO1), formerly known as DT-diaphorase, is a vital flavoenzyme in xenobiotic metabolism. NQO1 is a cytoplasmic two-electron reductase using either NADPH or NADH as an electron donor. It catalyzes mutagenic and carcinogenic quinones into less toxic and reactive hydroquinones and prevents the one electron reduction of quinones as well as the production of radical species [4] . On the other hand, NQO1 was also found to have the capacity of bioactivating cytotoxic compounds and environmental procarcinogens. The actual effect of NQO1 as either an activation or detoxification enzyme largely depends on the substrate. It is convinced that the biological implications of NQO1 are of an increasing interest in the development of PCa.
Genetic differences are of great significance to determine interindividual variation of pathogenesis of PCa. The gene encoding NQO1 locates on chromosome 16q22.1, spans 17,230 bp, consists of 6 exons and 5 introns, encodes 2912 bp cDNA, and translates the protein of 274 amino acids [5] . To date, hundreds of single nucleotide polymorphisms (SNP) of the human NQO1 gene have been identified. NQO1 Pro187Ser polymorphism (P187S, C609T, rs1800566) is in exon 6, a C to T mutation at position 609 of the NQO1 cDNA resulting in a proline to serine amino acid substitution at position 187 in the protein [6] . It has been widely evaluated and inconsistently associated with PCa [7] - [12] . Stoehr et al. concluded that NQO1 Pro187Ser polymorphism neither significantly increased the risk of PCa, nor closely correlated with the stage or Gleason score of the tumor [9] . Steiner et al. suggested that NQO1 Pro187Ser polymorphism failed to act as a risk modifier for PCa [12] . Similarly, Steinbrecher et al. and Hamajima et al. deduced that minor association existed between NQO1 Pro187Ser polymorphism and the susceptibility of PCa [7] [11]. Ergen et al. reported that NQO1 Pro187Ser polymorphism affected the serum PSA and alkaline phosphatase levels [10] . However, Mandal et al. indicated that NQO1 Pro187Ser polymorphism might play a role in PCa risk [8] . So, it is prerequisite for us to get a better understanding of NQO1 Pro187Ser polymorphism on PCa risk, especially when conflicting findings still exist. In the current study, we performed a quantitative synthesis of the published case-control studies on the association of NQO1 Pro187Ser polymorphism and PCa risk to gain more creditable evidence.
Materials and Methods

Publication Identification
Published studies exploring the relationship of the NQO1 Pro187Ser polymorphism with the risk of PCa were retrieved through the PubMed database (last search September 12 th , 2013). We did not set any linguistic limitation. The following keywords in the title/abstract text were used: "NQO1", "NAD(P)H dehydrogenase", "NAD(P)H:quinine oxidoreductase", "Quinone oxidoreductase", "Quinone reductase", "DTD", "DT-diaphorase", "rs1800566" and "prostate", "prostatic". Finally, 61 potentially relevant studies were obtained through systematically searching the database of PubMed.
Inclusion and Exclusion Criteria
Studies were eligible for inclusion if (a) the studies had to be case-control studies; (b) the studies provided the number of various genotypes for both case and control groups; (c) human studies. The exclusion criteria of the meta-analysis were: (a) not case-control studies; (b) animal studies; (c) reviews; (d) editorial comments; (e) replicate data.
Data Extraction
Two investigators independently reviewed and extracted the data from included reports, and the results were further confirmed with another investigator. We collected the information of qualified studies, such as the first author, year of publication, the ethnicity of the study population, the country conducting the study, sex, source and characteristics of controls and cases, genotyping methods, the number of genotypes and alleles, HardyWeinberg Equilibrium (HWE) by a standard form. The results were orderly shown in Table 1 .
Statistical Analysis
The genetic differences of genotypes and alleles in NQO1 Pro187Ser polymorphism for the control groups of Caucasian and Asian populations were calculated by Pearson chi-square test. The distributions of genotypes and alleles were considered to be different, if P < 0.05. We extracted data for HWE from included studies for NQO1 Pro187Ser polymorphism, and calculated HWE by the chi-square test in case of failing to get the information. Still, P-value less than 0.05 was considered to be statistically significant. The strength of the associations between NQO1 Pro187Ser polymorphism and PCa susceptibility were figured out in the dominant (TT + CT vs CC), the recessive (TT vs CT + CC), the allele (T vs C), the heterozygous codominant (CT vs CC) and the homozygous codominant (TT vs CC) models by ORs and 95%CI, respectively. Meanwhile, subgroup analyses were carried out based on ethnicity, HWE, sex, control sources and smoking status. The heterogeneity test was assessed by chi-square based Q statistic and was considered to be statistically significant if P < 0.10. The pooled ORs were calculated by either a fixed effect model (the Mantel-Haenszel method) [13] or a random effect model (the Dersimonian-Laird method) [14] based on the heterogeneity among studies. The potential publication bias was appraised by the funnel plot. Statistical analyses were performed in SPSS 16.0 software (SPSS Inc, Chicago, IL) and RevMan 5.1 software (The Cochrane Collaboration). All probabilities were two-tailed.
Results
Main Characteristics of Eligible Studies
A comprehensive search of the literature was performed to identify studies on NQO1 Pro187Ser polymorphism and the risk of PCa. 61 relevant articles were got for further screening. After checking titles, abstracts and fulltexts, 6 studies with 717 cases and 1764 controls were finally qualified. Among qualified studies, two studies included participants of Asian descent, and the other four of Caucasian. Control group in the study of Steinbrecher et al. deviated from HWE. And characteristics of all eligible studies included in the meta-analysis were listed in Table 1 .
Frequency of NQO1 Pro187Ser Polymorphism in Asian and Caucasian Populations
As for NQO1 Pro187Ser polymorphism, 874 controls of Caucasian population and 890 controls of Asian population were included in the final meta-analysis. The frequencies of the CC, CT, and TT genotypes for Caucasian were 67.39%, 28.60%, 0.04% respectively, while those for Asian were 45.39%, 40.22%, and 14.38%. A huge variation was observed across control subjects. The frequencies of the C and T alleles for Caucasian were 81.69%, 18.31%, while those for Asian were 65.51% and 34.49%. More individuals carried T allele in Asian than those in Caucasian population (P < 0.05). The frequencies of the alleles for NQO1 Pro187Ser polymorphism were obviously different between Caucasian and Asian groups (P < 0.05). 
Main Results of Meta-Analysis
Finally, we conducted meta-analysis of NQO1 Pro187Ser polymorphism and PCa based on six case-control studies. The significant association was found in the dominant model (TT + CT vs CC: OR = 1.26, 95%CI = 1.04 -1.52, P = 0.02), the allele model (T vs C: OR = 1.20, 95%CI = 1.03 -1.40, P = 0.02) (Figure 1 ) and the heterozygous codominant model (CT vs CC: OR = 1.24, 95%CI = 1.02 -1.52, P = 0.03) ( Table 2 ). When only including the study conforming to HWE, significant associations were also found in the dominant, the recessive, the allele and the homozygous codominant model (P < 0.05) ( Table 2 ).
In the following study, we conducted the stratified analysis by ethnicity, the source of control and sex. Significant associations were found in stratified analysis of Asian population in the dominant model (TT + CT vs CC: OR = 1.55, 95%CI = 1.12 -2.14, P = 0.008), the allele model (T vs C: OR = 1.41, 95%CI = 1.11 -1.80, P = 0.005), the homozygous codominant model (TT vs CC: OR = 1.82, 95%CI = 1.07 -3.08, P = 0.03) and the heterozygous codominant model (CT vs CC: OR = 1.46, 95%CI = 1.04 -2.06, P = 0.03) ( Table 2 ). While, there was no association between NQO1 functional Pro187Ser polymorphism and the risk of PCa in Caucasian population (all P > 0.05). Similarly, significant associations were found in the subgroup analysis of hospital but population based case-control studies ( Table 2 ). In the analysis of studies recruiting only male as control group, predominant associations were found in the dominant model (TT + CT vs CC: OR = 1.27, 95%CI = 1.03 -1.57, P = 0.02) and the heterozygous codominant model (CT vs CC: OR = 1.26, 95%CI = 1.01 -1.57, P = 0.04) ( Table 2 ). 
Heterogeneity Test and Publication Bias Test
In the overall analysis, significant heterogeneity (P < 0.10) was observed in the recessive model (I 2 = 60%, P = 0.03) and homozygous codominant model (I 2 = 57%, P = 0.04). And the results of heterogeneity test for subgroup analyses were shown in Table 2 . No evidence of publication bias was found for NQO1 Pro187Ser polymorphism and PCa risk with funnel plot. The funnel plot for the publication bias of the allele analysis in overall population was listed in Figure 2. 
Discussion
NQO1 is foremostly supposed to be an essential defense against cancers, and the mechanisms were described from various aspects. In-vitro study revealed that NQO1 specifically got rid of the generation of benzo(a)pyrene quinone-DNA adducts produced by CYP1A1 and P450 reductase [4] . In addition, NQO1 can play its role as a chaperone to stabilize the tumor suppressor protein p53 by inhibiting proteasomal degradation pathway through direct interaction [15] [16] . In-vivo study suggested that mice with NQO1 knockout showed a much higher frequency of chemically induced tumor compared with wild-type mice [17] [18] . Moreover, NQO1 was reported to show NAD(P)H dependent superoxide scavenging activity [19] [20] . NQO1 functional Pro187Ser polymorphism localizes in exon 6. A C to T mutation at position 609 of the NQO1 cDNA resulted in a proline to serine amino acid substitution at position 187 in the protein. It has been widely evaluated to be associated with the susceptibility of cancers, including PCa. However, it was found to be inconsistently associated with cancer risk. It is inferred that the conflicting findings could be secondary to ethnic background, the small sample size or designing method. Meta-analysis is a powerful method for increasing statistical power by pooling the results of individual studies [21] - [24] . To date, the role of NQO1 Pro187Ser polymorphism has been verified in several types of cancers with meta-analysis [25] - [28] . In this meta-analysis, we searched all studies about the relationship of NQO1 Pro187Ser polymorphism and PCa risk to pool their conclusions together, expecting to get a more robust deduction.
In overall analysis, we conducted meta-analysis of NQO1 Pro187Ser polymorphism and PCa based on all eligible case-control studies. The significant association was found in the dominant model (TT + CT vs CC: OR = 1.26, 95%CI = 1.04 -1.52, P = 0.02), the allele model (T vs C: OR = 1.20, 95%CI = 1.03 -1.40, P = 0.02), as well as the heterozygous codominant model (CT vs CC: OR = 1.24, 95%CI = 1.02 -1.52, P = 0.03). It is recommeded that the analysis based on the studies in HWE would be more reliable [29] . When only including the study conforming to HWE, significant associations were also found in the dominant (TT + CT vs CC: OR = 1.35, 95%CI = 1.07 -1.72, P = 0.01), the recessive (TT vs CT + CC: OR = 1.66, 95%CI = 1.09 -2.52, P = 0.02), the allele (T vs C: OR = 1.34, 95%CI = 1.11 -1.61, P = 0.002) and the homozygous codominant model (TT vs CC: OR = 1.98, 95%CI = 1.26 -3.12, P = 0.003). Several studies demonstrated that individual with TT genotype were insufficient in NQO1 protein and activity [6] [30] . Evidence showed that both NQO1 wild and mutant Figure 2 . The funnel plot for the publication bias of the allele analysis in overall population was listed. homozygous had no difference in the half-life of NQO1 mRNA and the efficiency to transcribe and translate the full-length protein [31] . However, mutant NQO1 was rapidly degraded by ubiquitination and proteasome pathway [31] , while wild-type NQO1 was stable. And the enzyme activity of CT genotype is between the two homozygous [32] . Thereafter, the mutant allele of NQO1, which results in reduced enzymatic activity [33] , may contribute to individual's susceptibility of PCa.
Still, ethnicity is an essential biological factor that may influence NQO1 Pro187Ser polymorphism through gene-gene interactions. In this study, 874 controls of Caucasian origins and 890 of Asian origins were included in the final meta-analysis. The frequencies of the CC, CT, and TT genotypes for Caucasian were 67.39%, 28.60%, 0.04%, while those for Asian were 45.39%, 40.22%, and 14.38% respectively. More individuals carried T allele in Asian (34.49%) than those in Caucasian (18.31%) population (P < 0.05). In the stratified analysis of ethnicity, significant associations only existed in Asian population. Individuals with TT/CT genotypes had a 1.55 fold higher risk than those with CC genotype. And individuals with TT genotype conferred a 1.82 fold higher risk than those with CC genotype. T allele was found to have a 1.41 fold higher risk than C allele. There were no significant associations in Caucasian population.
Similarly, significant associations were found in the subgroup analysis of hospital but population based case-control studies. In the analysis of studies recruiting only male as control group, predominant associations were found in the dominant model (TT + CT vs CC: OR = 1.27, 95%CI = 1.03 -1.57, P = 0.02) and the heterozygous codominant model (CT vs CC: OR = 1.26, 95%CI = 1.01 -1.57, P = 0.04).
Nevertheless, there are still some limitations inherent in the current study as other published meta-analyses that should be acknowledged. Firstly, NQO1 was also found to have the capacity of both detoxifying and bioactivating cytotoxic compounds and environmental procarcinogens [34] . The actual effect of NQO1 as either an activation or detoxification enzyme largely depends on the substrate. However, most of our final results were based on unadjusted estimates. A more precise analysis stratified by carcinogenic factors should be conducted when ample studies were available. Secondly, the number of eligible studies as well as that of included cases and controls for some of the total and subgroup analyses was not sufficient enough. Thereafter, we would be effectively underpowered to get significant associations. Thirdly, the genetic distribution of the controls in the study of Steinbrecher et al. included in our study was not consistent with HWE, which is an influential factor in meta-analysis. The results of genetic association, which tend to be altered by including and excluding the study, should be interpreted with caution.
In summary, we provide genetic evidence that NQO1 Pro187Ser polymorphism may play a role in the higher risk of PCa. And, subgroup analysis showed an increased risk in Asian population. Further analyses should be performed with additional well-designed studies of larger sample size and multiplicate ethnicity. Especially, in-vitro and in-vivo molecular studies in consideration of gene-gene and gene-environment interactions are welcomed to figure out the effects of NQO1 Pro187Ser polymorphism on the occurrence of PCa.
Conclusion
Significant results were found in the stratified analyses by HWE. Still, subgroup analysis showed an increased risk of PCa in Asian rather than Caucasian population. Besides, NQO Pro187Ser polymorphism correlated with a heightened risk of PCa in the hospital-based studies. Our study indicated that NQO1 functional Pro187Ser polymorphism could be a potentially genetic biomarker for the risk of PCa, especially in Asian population.
